Introduction {#sec1_1}
============

Squamous cell carcinoma (SCC) is the second most common type of skin cancer after basal cell carcinoma (BCC). The overall prevalence of BCC is 3 times higher than that of SCC, but this can vary when looking at specific locations such as the hand, where SCC is much more common than BCC.

Carcinoma (or epithelioma) cuniculatum is a rare variant of SCC. It was originally described as a verrucous carcinoma of the soles. Exceptionally, it can arise in other parts of the skin. We report a rare case of carcinoma cuniculatum of the right thenar region with bone and lymph node involvement.

Case Report {#sec1_2}
===========

An 85-year-old female patient presented with a 1-year history of a slow-growing lesion in the right thenar region. According to the patient, the lesion had developed after a minor injury with a cactus spine. Aside from diabetes mellitus type 2 and arterial hypertension, her medical history was unremarkable.

Skin examination revealed an ill-defined slightly erythematous large exophytic tumour with multiple superficial ulcerations in the right thenar region (Fig. [1a, b](#F1){ref-type="fig"}). The lesion spread to the dorsal aspect of the right hand and was pressure sensitive. The remainder of the skin examination was unremarkable.

Histological examination showed acanthotic epidermis with hyperkeratosis and parakeratosis (Fig. [2](#F2){ref-type="fig"}). The epithelial cells were well differentiated without mitotic activity, having a deceptively benign appearance. The rete pegs extended into the deep reticular dermis and keratin-filled cysts were found within the tumour mass. Pan-cytokeratin staining was positive and highlighted the extensive infiltration of the tumour into the dermis (Fig. [3](#F3){ref-type="fig"}). Immunohistochemical staining for p53, indicating TP53 gene mutation, was positive. In addition, immunohistochemistry was positive for cytokeratin 5/6 and nucleus positivity of p63 and p40 antibodies. Immunohistochemistry for papillomaviruses (high- and low-risk human papillomaviruses \[HPV\]) was negative.

In the synopsis of clinical appearance of the tumour as well as histological and immunohistochemical examination, a diagnosis of carcinoma cuniculatum was established. Concerning the aetiology, the patient denied exposure to radiation or having had common warts (except in childhood).

The MRI of the right hand showed that the tumour measured 5-3 cm and infiltrated the thenar muscle and the tendon sheats. The X-ray also revealed osteolytic lesions of the first metacarpal and the trapezoid bone (Fig. [4](#F4){ref-type="fig"}). Metastatic involvement of the homolateral axillary lymph nodes was diagnosed by ultrasound and CT scan. ^18^F-FDG PET/CT scan showed multiple osseous (axis skeleton) and lymph node metastasis.

With regard to the extension of the tumour and in accordance with the patient, chemotherapy or treatment with anti-PD-1 antibodies was not applied. Following the decision of a multidisciplinary tumour board a palliative radiotherapy was performed.

Discussion {#sec1_3}
==========

SCC is the second most common skin cancer after BCC. Its incidence has strongly increased over the last decades. The main aetiological factor is sun exposure in combination with a person\'s individual susceptibility, i.e. skin type \[[@B1]\]. Accordingly, there are considerable regional and ethnical differences in SCC incidence rates. Other aetiological factors are infection with HPV, immunosuppression, chronic inflammation, and exposure to radiation or certain chemicals, such as arsenic \[[@B1], [@B2], [@B3]\].

Carcinoma cuniculatum is a rare variant of SCC, first described in 1954 by Aird et al. \[[@B4]\] on the foot. It is a low-grade verrucous carcinoma with a deceptive aspect of normal cell maturation. It has an endophytic burrowing growth pattern. The name "cuniculatum" derives from the appearance of the network of epithelial strands resembling a rabbit warren \[[@B4]\]. The tumour is characterized clinically by an exophytic verruciform appearance and may become ulcerated \[[@B5]\].

Aside from the feet, carcinoma cuniculatum has been described on the hands, fingers, buttock, penis, knees, and mucous membranes (oral and nasal cavity, larynx, pharynx, oesophagus) \[[@B6], [@B7]\]. The aetiological factor of carcinoma cuniculatum is unknown, but it can develop in areas of chronic inflammation. HPV has been associated with this tumour, specifically HPV 11 and 16 in plantar lesions. In our patient, the search for papillomaviruses was negative. The lesion seemed to have developed after minor injury with a cactus spine, which does not appear to be causal.

Carcinoma cuniculatum is a slow-growing tumour with local malignancy and only rare extension to lymph nodes. However, our case highlights the need for diagnostic imaging techniques to evaluate local and systemic propagation. Surgery is the first-line treatment. In inoperable or metastatic cases radiotherapy is recommended \[[@B8], [@B9]\]. Immunotherapy with ipilimumab or anti-PD-1 antibodies, such as nivolumab and pembrolizumab, may be used in the future \[[@B10]\].
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![**a**, **b** Large exophytic ulcerated tumour in the right thenar region.](cde-0009-0225-g01){#F1}

![Histology. HE staining. ×100. Well-differentiated epithelial proliferations into the deep reticular dermis with keratin-filled cysts.](cde-0009-0225-g02){#F2}

![Pan-cytokeratin staining. ×200. Extensive infiltration of tumour into the dermis.](cde-0009-0225-g03){#F3}

![X-ray of the right hand: osteolysis of the first metacarpal and trapezoid bone (arrows).](cde-0009-0225-g04){#F4}
